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File: USPT 
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2001 



DOCUMENT- IDENTIFIER : US 6319517 Bl 

TITLE: Pharmaceutical preparation comprising lyophilized liposomes encapsulating an 
active principle which is highly insoluble in water, and the process for preparing 
the said preparation 



Brief Summary Text (55) : 

Proceeding as described above, aqueous liposome compositions are obtained 
comprising about 8 mg/ml of melatonin, 3.8 mg/ml of lonidamine, 1 mg/ml of 
cyclosporin A and 4 mg/ml of bindarit against a water-solubility of 
3 . times . 10 . sup . -3 mg/ml (lonidamine), 1 . times . 10 . sup . -1 mg/ml (bindarit) and, 
practically, the absolute insolubility of melatonin (G. S. Shida et al . "J. Pineal 
Res." 1994, 16, 198-201) and of cyclosporin A ["Insoluble in Water' 1 , a monograph of 
cyclosporin A in "Analytical Profiles of Drug Substances", 16, 163, (1987)]. 

Detailed Description Text (63) : 

Preparation III was lyophilized as described in Example 1 above, and the average 
size of the liposomes before and after lyophilization (Table 2/1) , as well as the 
average size of the liposomes and the amount of melatonin in the fresh preparations 
and in those kept at 5. degree. C, were determined as described in the 
aforementioned example (Table 2/2) . 
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DOCUMENT- IDENTIFIER : US 5891465 A 

TITLE: Delivery of biologically active material in a liposomal formulation for 
administration into the mouth 



Detailed Description Text (34) : 

On the day of experimentation Baseline "0" melatonin levels were drawn. Two sprays 
of melatonin liposome spray formula was applied to sublingual area of the mouth. 
Saliva was allowed to accumulate for several minutes and then swallowed. Blood 
samples were drawn at 1/2 hour, 1 hour, 11/2 hours, 2 hours, 4 hours, 6 hours and 8 
hours. 



1. A liposomal composition suitable for the aerosol or spray delivery of melatonin 
to a subject, said composition comprising melatonin and optionally an additional 
supplement in phospholipid liposomes and a carrier wherein the liposomes have 
between about 20 nm and 10 microns in diameter and results in absorption into the 
blood stream, when administered, wherein the phospholipid liposome comprises one or 
more bilayer forming lipids, wherein said composition provides an increase in 
bioavailability of said supplement or drug of approximately 20 % or more when 
compared to an orally administered solid form, and wherein said composition 
comprises by weight percent, from about 0.25 to 20% lecithin, from about 0.025 to 
2% cholesterol or zoosterol or phytosterol, from about 0.01 to 3% antioxidant, from 
about 0.05 to 0.4% melatonin, from about 0.1 to 20% glycerin, propylene glycol or 
butylene glycol, from about 0.1% to 10% ethanol, from about 0.015 to 4% anti 
microbial agent and from about 2 to 99.9% water. 
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DOCUMENT- IDENTIFIER: US 6337087 Bl 

TITLE: Aqueous pharmaceutical composition comprising an active ingredient which is 
highly insoluble in water 

Detailed Description Text (14) : 

quantity of melatonin trapped in the liposomes . 
Detailed Description Paragraph Table (1) : 

Parameters Significance liposome size stability in the formulation time; 
measurement of the "fusion" of the vesicles; melatonin amount concentration of 
melatonin in the aqueous liposomal composition; stability in the formulation time; 
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Composition for administering an agent comprises an aerosol or spray for oral or 
nasal administration comprising the agent in a lipid encapsulated form. 

The agent can be selected from, e.g. Ginkgo biloba extract, Kava extract. Ginseng 
extract, Saw Palmetto extract, glucosamine sulphate, chromium picolinate, Milk 
thistle extract, Grape seed extract, Ma Huang extract, melatonin, Echinecia, Co-QlO 
supplement, water soluble vitamins, fat soluble vitamins and combinations thereof. 
Alternatively, the agent may be a drug. The lipid vesicle or liposome, 
encapsulating the agent, comprises one or more lipids selected from lecithin, 
ceramides, phosphatidylethanolamine, phosphatidylcholine, phosphatidylserine and 
cardiolipin. The liposomal preparation may contain different types of liposomes, 
e.g. small unilamellar vesicles, large unilamellar vesicles, multilamellar vesicles 
or .oligolamellar vesicles. 

USE - The composition is used for delivering an active agent orally or nasally. 
Active agents include nutritional supplements particularly herbs and plant extracts 
or drugs e.g. hormones, cardiovascular agents, antiarrthymics, calcium channel 
blocking agents, vasopressors, beta -adrenergic blocking agents, antihypertensives, 
CNS stimulants, analgesics, antiemetic/antivertigo agents, antianxiety agents, 
antidepressants, antipsychotics, sedative hypnotics, anticonvulsants, muscle 
relaxants, anti-Parkinson agents, antimicrobial agents, antiviral agents and 
antibiotics. The agent is absorbed sublingually, particularly under the tongue and 
between the cheek and the gum or can be administered nasally for local or systemic 
action. 

ADVANTAGE - The formulations provide bioavailability improved from approx. 20-50% 
when compared to an orally administered solid form. 

ABSTRACTED- PUB-NO: WO 9742938A 
EQUIVALENT-ABSTRACTS : 

Composition for administering an agent comprises an aerosol or spray for oral or 
nasal administration comprising the agent in a lipid encapsulated form. 

The agent can be selected from, e.g. Ginkgo biloba extract, Kava extract, Ginseng 
extract, Saw Palmetto extract, glucosamine sulphate, chromium picolinate, Milk 
thistle extract, Grape seed extract, Ma Huang extract, melatonin, Echinecia, Co-QlO 
supplement, water soluble vitamins, fat soluble vitamins and combinations thereof. 
Alternatively, the agent may be a drug. The lipid vesicle or liposome, 
encapsulating the agent, comprises one or more lipids selected from lecithin, 
ceramides, phosphatidylethanolamine, phosphatidylcholine, phosphatidylserine and 
cardiolipin. The liposomal preparation may contain different types of liposomes, 
e.g. small unilamellar vesicles, large unilamellar vesicles, multilamellar vesicles 
or oligolamellar vesicles. 

USE - The composition is used for delivering an active agent orally or nasally. 
Active agents include nutritional supplements particularly herbs and plant extracts 
or drugs e.g. hormones, cardiovascular agents, antiarrthymics, calcium channel 
blocking agents, vasopressors, beta -adrenergic blocking agents, antihypertensives, 
CNS stimulants, analgesics, antiemetic/antivertigo agents, antianxiety agents, 
antidepressants, antipsychotics, sedative hypnotics, anticonvulsants, muscle 
relaxants, anti-Parkinson agents, antimicrobial agents, antiviral agents and 
antibiotics. The agent is absorbed sublingually, particularly under the tongue and 
between the cheek and the gum or can be administered nasally for local or systemic 
action. 

ADVANTAGE - The formulations provide bioavailability improved from approx. 20-50% 
when compared to an orally administered solid form. 
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